Investigations: Blood urea 68 mg/100 ml, creatinine clearance 54 ml/min. Other investigations, in particular tests of thyroid, adrenal and liver function, are within normal limits.
Histological examination of a biopsy from one of the lesions on her upper chest showed an extensive, lichenoid band-like infiltrate in the upper dermis which was disrupting the dermoepidermal junction with resulting pigmentary incontinence.
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Fig 2 Follicular lesions on chest Comment
Acquired hypertrichosis lanuginosa in adults is an uncommon condition which may be associated with internal neoplasm. However, Okun et al. (1963) noted that 6 out of 30 of their patients treated with diazoxide developed hypertrichosis, an association confirmed by Koblenzer & Baker (1968) .
Diazoxide is a nondiuretic benzothiazide derivative closely related to the other thiazides, and it is a potent hypotensive agent. The thiazides are known to cause photosensitive, lichen-planuslike eruptions (Haber et al. 1959) and, although the skin eruption may have been produced by one of the other drugs, it is likely that the diazoxide was also responsible for the lichenoid eruption in this patient.
The cause of the hypertrichosis in diazoxidetreated patients is not known. As with hypertrichosis associated with internal malignancy, there is no detectable abnormality of endocrine function. Reversion to an undifferentiated mantletype hair, as found in almost all recently reported cases with internal neoplasm (Hegedus & Schoor 1972) , was not seen in our patient. The patient, who is of Italian parentage, was previously presented to this Section by Milla (1972) . First admission (aged 2 months): Widespread skin eruptIon typical of acrodermatitis enteropathica. A five-day course of biotin (10 mg daily) had no effect on her skin. Shortly after admission she developed a persistent watery diarrhoea due to lactose intolerance. After starting on a diet of Galactomin glucose with Ketovite supplements and Diodoquin 900 mg daily she improved and was discharged one month later, her skin almost clear.
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Second admission (aged 11 to 15 months): Considerable difficulty was encountered both in the management of her diet and control of skin lesions. Disaccharide intolerance was again demonstrated. In spite of a one-week course of vitamin E and increasing the dose of Diodoquin to 7.2 g daily, her skin did not improve. Galactomin glucose feeds were then replaced by Galactomin fructose, to which were slowly added oral Intralipid and an L-aminoacid mixture, but introduction of chicken mixture (whole protein) promptly caused severe diarrhcea and flare-up of skin lesions. Although the chicken mixture was immediately withdrawn, improvement in her skin occurred only when Galactomin fructose, Intralipid and L-aminoacid mixture were replaced by lactase-treated pooled breast milk. Her increasing age and appetite, together with the difficulty in obtaining adequate supplies of breast milk and lactase, forced us to abandon this and she was eventually found to tolerate once again her previous diet of Galactomin fructose, Intralipid and L-aminoacid mixture. Her skin lesions gradually cleared, her nails and hair began to grow and requirements for Diodoquin fell from 6 g to 1.2 g daily. She was discharged on this totally synthetic diet, with Ketovite supplements and mineral mixture but the rash soon recurred and she was readmitted.
Third admission (aged 16 to 21 months): Weight 9.7 kg, cheerful and fat. Developmentally normal for age, walking with support and saying two or three words. Many moist erythematous lesions around mouth, on face, legs, between toes and on napkin area. Scaly patches on knees. Hair short but growing well. Remainder of physical examination normal.
Investigation1s: Hb 10.2 g/100 ml. Some hypochromia. Serum iron 48 ,ug/100 ml. Stools (paper chromatography) -no sugars on four occasions. Fluid from vesicles showed no multinucleate giant cells. No viruses isolated on culture.
Vitamin A absorption test (normal fasting range 70-200 iu/100 ml): on admissionfasting level 62, 5 hours 390, 10 hours 290 iu/100 ml; after 10 days treatmentfasting level 47, 5 hours 598, 10 hours 795 iu/100 ml.
Plasma zinc 35 ,ug/100 ml (normal range 70-170 Htg/I 00 ml).
Progress: Her basic diet of Galactomin-glucosefructose, oral Intralipid and L-aminoacid mixture was continued throughout her stay in hospital, together with Ketovite supplements (5 ml plus 3 tablets t.d.s.), pyridoxine 5 mg daily, Aminogran mineral mixture (Allen & Hanbury) and vitamin A 25 000 units daily, given because of the low levels on admission. After ten days vesicular lesions appeared on her legs and feet. Diodoquin was increased from 1.8 g to 6 g daily because of the difficulty in controlling skin lesions. There was little change over the next 41 months, exacerbations coinciding with a trial of egg white, suppurative otitis media and secondary skin infections. Her skin began to improve only in the last month, when Diodoquin was increased to 9.6 g daily.
The introduction of chicken mixture (4 teaspoonfuls only) resulted in vomiting and loose stools; she also became very irritable, but recovered within twenty-four hours. Two weeks later egg white was introduced without causing bowel disturbance but after a few days her rash became more widespread, with vesicle formation, and the egg white had to be withdrawn. Two months later, sucrose was added to her diet with-out incident, followed by sugar-free vegetables and later small amounts of sucrose-containing fruit. All were well tolerated. After the demonstration of a dietary deficiency of zinc and very low plasma zinc levels, she was discharged home on her synthetic diet, vitamin and mineral supplements, zinc supplements (3 mg elemental zinc as zinc sulphate) and Diodoquin 9.6 g daily, her skin lesions slowly healing. Subsequentprogress: One month later, skin lesions completely healed, total alopecia, plasma zinc 97 ,tg/100 ml. After a further six weeks, hair began to grow, skin remained normal. Plasma zinc 168,utg/100 ml.
Fourth admission (aged 25 months): Had been tolerating ice-cream, spaghetti and bread at home. Skin normal, hair growing. Weaned on to full normal toddler diet without ill effects. Plasma zinc 148 ftg/100 ml. All mineral and vitamin supplements stopped.
Comment
The major problems encountered with this girl have been: (1) difficulty in satisfactorily controlling her skin lesions and the need to give increasing amounts of Diodoquin, with the risk of optic atrophy; (2) multiple dietary intolerances including not only disaccharides but also egg white and chicken protein; (3) the necessity for a completely synthetic diet from soon after birth.
Experience in the treatment of phenylketonuria, other aminoacidopathies and sugar intolerances (Westall 1963 , Mann et al. 1965 , Clayton et al. 1966 ) has shown that completely synthetic diets are deficient in many growth factors and children fed on such diets develop skin rashes which remain resistant to treatment unless supplements containing all known vitamins and minerals are given. Standard multivitamin preparations are known to be inadequate. It has been found necessary to give additional supplements of calcium pantothenate, choline, biotin, ao-tocopheryl acetate and trace metals if a deficiency state is to be avoided. M G's dose of Ketovite was trebled to provide an adequate vitamin intake. Courses of biotin, vitamin A, vitamin E and pyridoxine did not influence her rash. During her third admission we therefore reviewed her diet, making a detailed analysis of her intake and requirements of every known nutrient and mineral. The most significant finding (Table 1) was a gross deficiency in intake of zinc and molybdenum. This was confirmed by the finding of a plasma zinc level of only 32 ,ug/ 100 ml. It has not yet been possible to estimate plasma molybdenum. Correction of the deficiency by a zinc supplement just before her discharge home resulted in complete healing of her skin lesions within a month, and later regrowth of her hair without any change in diet or drugs, and a satisfactory rise in plasma zinc levels. All have been maintained. M G's totally synthetic diet was grossly inadequate in zinc and this was responsible for the difficulty in controlling her skin lesions, in spite of large doses of Diodoquin. The mixture, which provided an inadequate zinc intake, was originally designed for phenylketonurics, in whom about 50% of mineral requirements are derived from fruit and vegetables, which form an important part of the diet. Fruit and vegetables were not part of M G's diet and were only added in small amounts towards the end of her third admission. Diodoquin is used as a chelating agent in organic chemistry and the availability of dietary zinc may well have been further reduced by chelation with Diodoquin. A similar situation has been reported from Iran where the binding of zinc by phytate is an important factor in zinc deficiency associated with growth retardation and lack of sexual development (Halsted et al. 1972) .It seems important, therefore, to give bigger supplements of minerals as well as vitamins in this disorder, especially when giving high doses of Diodoquin which may well be chelating some of the essential trace metals, as it does some of the vitamins of the B complex.
